Introduction
With the introduction of combined antiretroviral therapy (ART), the neurocognitive dysfunction seen during HIV infection underwent a fundamental change. The incidence of HIV associated dementia was substantially reduced, but other milder forms of HIV associated neurocognitive disorders (HAND) have been recognized in approximately 40% to 50% of people living with HIV (PLHIV) (Rumbaugh and Tyor, 2015) . These milder forms of HAND, which include asymptomatic neurocognitive impairment and mild neurocognitive disorder, can be found in PLHIV even when they are receiving ART.
It has become increasingly clear that standard ART will not eradicate HIV from the CNS. With an aging population of PLHIV who are more vulnerable to cognitive disorders, the combination of older age plus the chronic presence of HIV in the brain appears to result in a higher prevalence of milder forms of HAND, but of even more concern is evidence that these patients are probably more susceptible to increasing cognitive dysfunction (Grant et al., 2014) . ART had no effect either way, although there has also been concern that certain ART regimens could be neurotoxic (Robertson et al., 2010) . At any rate, the above implications emphasize the critical need to develop alternative approaches to therapy for HAND.
In order to gain insight into pathogenesis of HAND and help develop alternative treatments, our group developed a model of HIV encephalitis (HIVE) in SCID mice whereby HIV-infected or uninfected (controls) human monocytes are injected into the right frontal lobe (Tyor et al., 1993) . Later these mice were shown to develop mild behavioral abnormalities suggesting it is a model for the milder forms of HAND (Avgeropoulos et al., 1998a) . We have since shown that two different ART regimens do not eradicate HIV from the CNS, although they are somewhat effective at ameliorating histopathological features of HIVE (Cook et al., 2005; Koneru et al., 2014) . We have also used this model to investigate novel treatments for HAND (Fritz-French et al., 2014 
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